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(54) OXIDATION STRESS INHIBITOR 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain an oxidation 
stress inhibitor which is useful as a medicine for treating 
and/or preventing oxidation stress diseases, has slight 
adverse effect and is safe. 

SOLUTION: This oxidation stress inhibitor comprises a 
pyrazolone derivative represented by formula (I) (R1 is a 
hydrogen atom, an aryl group, an alkyl group or the like; 
R2 is a hydrogen atom, an aryloxy group, an 
arylmercapto group, an alkyl group or the like or R1 and 
R2 are combined to form an alkylene group; R3 is a 
hydrogen atom, an alkyl group, a cycloalkyl group, a 
hydroxyalkyl group, a benzyl group, a naphthyl group or 
a phenyl group which is nonsubstituted or substituted 
with 1-3 substituent groups selected from the group 
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consisting of an alkyl group, an alkoxy group or the like and a halogen atom, a trifluoromethyl 
group, a carboxy group, a cyano group, a hydroxy group, a nitro group, an amino group and 
an acetamido group) or its pharmacologically acceptable salt as an active ingredient. 
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7«WCrj:CD(SD)Jttt7'y h (Amffcfi : 197.8-22 

ias24±2r, ss55±io%, #sm&&®m&vmi 
mm (*m*r~*®i*r) iz^muzm^m^xm^ 

It:. 

[0045] 2. ^S¥co<8fig 

B<mrn*Kizmmm®mimtt.mx'&fflti. 
mm (Kmm&m&m (sham 0P e) m s wm 

tz. 

[0046] 3 . MCAffiSUGfiji^ TlWVm 
y-yh V 7/1/5 y!»Afc"CJfl»WAflL W^lSi 

{CilSL, 2%/fV 7/1/5 yiSA^TISP^Ii^L^. 
7 U -A-fy^cottS-Cl^aASrffo^ft^^T- 

»^aW»JRS:^* (5#) TfiSfeLfe. ^rt 
yijayn-f-fy/ (^yh7*i/yL. /s'/fx^sg 
n Q 0 ) ^U9n^>SStflJBfL3t4^)i-/f oy* (ft 
^) ^M»«i:rt»BiK^tt«J:9»AU, MCA 
?:KaL?t„ MCAH»2B$ra^{Ift^$rtt^ s MCAWJUsK 
^SBBiS-lirfc. MCAfflS30^fc#gffi« (frffi^S 
ft) £f»U B?E^Sffi*«T'#^v>»Wi^^ 



&lfflSB£ffo£^tef^ftffl7 , n--7' (PHYSITEMP INST 
RUMENTS Inc. BAT-12) frffllAtCff X IX & » , 

[004 7] 4. SPftOlft-* 

MCAKSffHilEfBrag/kgO 3 -> ^)V- 1 - 7 x^/U 

- 2 - f 7 V 'J >- - 5 - * y 2: 1 . 0raL/body/hc7)^4T30 

BJ: 9 . ^imoi$&WFf£l6B#(;M y7a-y 3 y^y 
7" (KD SCIENTIFIC, 10ji infusion pump 230) £fflV^ 
T3mg/kgc03-^f-;U- 1 - 7x-/U- 2 -tf^/'J y 

- 5 -^y2-1.0mL/body/h<7)§4T'lB2l£l30^ra^^ 

cda-3 -^f-n-- 1 -7x-^-2-e7yjy-5- 
;f 2®atm£|5!£m<7)±3:£l&$££-S- 

[0 04 8] 5. &UL 

MCAEWfL MSffMilflL 1, 2, 3. 5, 7i3<J:tA 
0 B @ HI @ co&S-mtem&VU B @ ^^hu10B# J; 0 ^ 
;\*y yftiu l «Li/V y^^m^xm-WTtm^^sk 

m£m.3AmLL. 3000rpnu lO^^LTltSI^^ 

u iRfkmmx-m&mtfztk. mimtxw-&o°a,zx 

[ o o 4 9 ] 6 . mmmmmmmm. 
\i.5p.m-7)Vij^)ym d3:o. fi^mm) £-£tf200 

u \co*-9J-)V*. 50;u IcotimiztolKMmifz 
», &>L-ftffiUz (12,000r P m, 3#) . _h?f50^ 1 COM 
$£MSMijrFTl$*f&, 2rag/ra 1 co^/yy~y)V 

#y<oy<7) i J*j-/i>*>i>2>.Ts. mw.50v \ tiu\ 

COyJJ 'J yi?xXf-;l,$-Jp^ , 20^-raHf mX'KfcZit 
[0050] lg,mm#7n~? bfy? a \,zmmiu 1 

: jf^f-zl^^A (3vm. 3. 3cm x 4. 6mm i.d., S 
upelco) +pkb-100#5A (5junu 25cm X 4. 6mm i.d., S 
upelco) 

flilffl : 7-fe h- V MX 9 J-M*.=\l. 5/65.0/1 

7.5(v/v/v) 

SESS: 1.5ml /# 

#7Ai&£: 40'C 

^f&tiJMSiSJI : 320nm 
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: 520nm 

[005 1 ] (££•#&) *s*£IIl&tf[22£* 
t\ 11 tt, «4><?5^VUS htfWyig (16: 1 ) 

izm-&'W$. y® ( 1 6 : 1 ) <9§IJ££%1 

6:lfcjg«*4. Hl^fcWC. H0B§{c:fc{tl>%l 
6 : l?)[f £S2gfc LT, (%) Z?77CT) 

IW*fcjj*U Bifc£^77<7)fiifi&fcrVr, 
[0052] @2li, ( 18 : 1) 

«c*rti>*M ymcr>m-sz%i& ■. \t%mth. mo 
amzmh%\8 ■. icomzm&t ix . %<tmftm 

(%) *?77Cr>Mmz^L, Bm?77C0im\Z7fi 

[005 3] 0H3ilXll2(CfcV'>t» Control 
(±«¥£^U Shamfim#»P£^U MCI 
1 daylZmtk^ffii^l. MC I 14day«:l 

4 aras^p^-r. 

[0054] feWiffi (Sham)«77 AVP 

5 h:*W >H ( 1 6 : 1 ) S2/^W^f ( 1 8 : 

i ) <m^\z±^£$m\i^.hhfj:^tz. Lfri. n 

K(Control) COy-yhX'it. MCA^g-S 
^jif^l-5Bf^tv^5 (16: 1 ) 

&tf*W yH( 1 8 : 1 ) cOM^"^«t±#L, i 

1 -7x-/i/-2-tr5yjy- 5-*y£&5-L 

KmX'li, AVl^S h3TM V»( 1 6 : 1 ) Tm*V4 
y® ( 1 8 : 1 ) <oatett, ^PtitKLTfl-Stcjfp 

[00 5 5] JJBOlSSti, 3-^-1-71-^ 

- 2-e5VJ >- 5 -jry^Tw^it-s^iif^itjp 

6 i fc K J: DrA'Sr^Mt £ i t Zmt h . 
[0056] 

A. EP*>. B2i«S. <t)Trttilt, GiffiJAl. H^HS^r 
if^KlU'SWi. Xli-e^^tlSa-rSIa^fg-iST. JUL 

Mt^(cffw««^^. ma) com ■ tmmt i 
x^mx-hh. 

[Hi ] Hiti, jMI+«/W'5 hJfv^fyK ( 1 6 : 

1 ) ^)»]^<oeBWWUfk*Srf 

[02 ] 02(i, SimtpCD^lyA y®U8: 1 ) Offi 
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(51) Int. CI. 7 

A 6 1 P 9/10 

9/14 
13/12 
17/16 
25/18 
25/28 
27/06 
27/12 
35/00 
37/06 

// C 0 7 D 231/26 



1 o 1 



F I 

A 6 1 P 9/10 

9/14 
13/12 
17/16 
25/18 
25/28 
27/06 
27/12 
35/00 
37/06 
C 0 7 D 231/26 



<##) 



101 



